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Declaration under Rule 132 of Dr. Charles Nicolette 

1 . 1 am the Chief Scientific Officer and Vice President, Research and Development, 
of Argos Therapeutics, Inc., in Durham, North Carolina. My curriculum viiae is attached. 

2. I am familiar with the pending claims of U.S. Application No. 1 0/535,522, entitled 
"Use of Soluble Forms of CD83 and Nucleic Acids Encoding them for the Treatment or 
Prevention of Diseases," which is assigned to Argos Therapeutics. Argos has conducted and 
sponsored experiments that demonstrate the immunosuppressive properties of CD83. 

3. Exhibit A (attached) shows the results of an experiment in a mouse kidney 
transplant model that demonstrate that sCD83 treatment results in permanent allograft 
acceptance. The CD83 used in this experiment is monomeric CD83 protein consisting of 
amino acid residues 1 to 130 of SEQ ID N0:8, wherein the third cysteine residue, 
corresponding to residue 85 of SEQ ID N0:8, is substituted with a serine residue. Kidneys 
were removed from C57BL/6 mice and transplanted into BALB/c mice; the transplant 
recipient mice were monitored for survival of the graft. One group of transplant recipients 
was treated by intravenous administration of 100 micrograms of sCD83 each day, beginning 
on the day before transplantation and continuing until 7 days after transplantation. The other 
group of transplant recipients was the control group, which was not treated before or after 
transplantation. The kidney transplants of the two mice in the untreated control group 
survived for 28 and 35 days, while the kidney transplants of the three mice in the sCD83 
treatment group survived foi' over 100 days, at which time the experiment was terminated. 
Examination of the transplanted kidneys in each group showed that the transplants in the 
CD83 group retained normal histology at the end of the experiment, while tissue from the 
untreated control group showed histology indicating severe rejection. 

4. Exhibit B (attached) shows the results of an experiment in a mouse model of 
Irritable Bowel Disease (IBD) demonstrating tliat CD83 decreased the intestinal damage seen 

in this model. The CD83 used in this experiment was the same form as that used for the 
experiments described in Exhibit A (see point #3 above). IBD was induced in mice by 
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intrarectal administration of 3-5 mg DNBS (dinitrobenzenesulfonic acid). One group of mice 
("CD83 group") was treated by intraperitoneal administration of 100 micrograms of sCD83 
each day beginning on the day before administration of the DNBS and continuing until 2 days 
after the administration of DNBS. Another group ("DNBS group") was left untreated 
foUowing administration of DNBS as a control, and a third group ("untreated group") was not 
treated with either DNBS or with sCD83. Examination of intestinal tissue and comparison of 
macroscopic and histological scores of over 20 mice in each group showed that the pathology 
of DNBS-induced colitis was attenuated by treatment with CD83 (p < 0.001; see page entitled 
"Macroscopic and Histological Scoring"). Further, the mortality seen in the DNBS group was 
not seen in either the CD83 or untreated group (see page entitled "Mortality"). Histological 
examination showed that the evident damage resulting from DNBS administration was 
prevented by sCD83 (see page entitled "Histopathology of Mice...."). 

5. Exhibit C (attached) shows the results of an experiment in the NOD mouse model 
of insulin-dependent diabetes mellitus (IDDM). The CD83 used in this experiment was 
monomeric CD83 protein consisting of amino acid residues 1 to 130 of SEQ ID N0:8, 
wherein the fifth cysteine residue, corresponding residue 1 14 of SEQ ID N0:8, is substituted 
with a serine residue. NOD mice develop diabetes after about 17 weeks of age. In this 
experiment, mice in the CD83 test group were treated with 100 micrograms of CD83 
intraperitoneally every second day for two weeks beginning in week 1 1 ; another group was 
left untreated as a control group. Five of six CD83 -treated mice did not develop diabetes 
during the course of the experiment, while 5 of 8 of the untreated NOD mice did develop 
diabetes, demonstrating that CD83 can block the onset of diabetes in this model. 

6. I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the like ai-e 
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punishable by fine or iniprisonmeni, or both, unckr Seciion 1001 of Title IS of the United 
States C.:ode and thai such wiilful false statements may jeopju'dize the validiiy of the 
application or any patent issued thereon. 
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1 [Issued] 

Title: Therapeutic compounds 

Inventors: Nicolette; Charles A. (Framingham. MA) 
Assignee: Genzyme Corporation (Framingham, MA) 
Patent No.: 6,528,060 
Filed: March 16,2000 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode the compounds, and immune effector cells raised in response to 
the presentation of these compounds. The invention further provides methods for inducing an immune 
response and administering immunotherapy to a subject by delivering the compounds of the invention. 



2 [Issued] 

Title: Method for identifying cytotoxic T-cell epitopes 

Inventors: Nicolette: Charles A. (Marlborough. MA) 
Assignee: Genzyme Corporation (Framingham, MA) 
Patent No.: 6,338,945 
Filed: December 11, 1997 

Abstract 
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A method for isolating bio-active molecules from complex, rationally designed oligopeptide libraries which 
elicit cytolytic activity from cloned cytotoxic T lymphocytes (CTLs). The method allows the simultaneous 
screening of multiple CTL lines against indexed peptide libraries synthesized on solid phase support. 
Preferably decoding is not dependent on the presence of residual peptide and does not employ peptide 
sequencing. The method to identify CTL-reactlve oligopeptides yields products of therapeutic value such as 
vaccines in treating cancers, viral diseases, and autoimmune diseases, as well as to identify useful clinical 
diagnostic reagents with a reduction in assay time and increase in throughput. 



3 [Issued] 

Title: Melanoma antigenic peptides 

Inventors: Nicolette; Charles A. (Marlborough, MA) 
Assignee: Genzyme Corporation (Framingham, MA) 
Patent No.: 6,306,640 
Filed: February 11, 1999 

Abstract 

Thus, this invention provides novel, synthetic polypeptide vaccines against human melanoma and methods 
for making these vaccines. Polynucleotides encoding these polypeptides are further provided herein. These 
compositions are useful as melanoma caccinies and in adoptive immunotherapy. 



4 [Issued] 

Title: Therapeutic anti-cytomegalovirus compounds 

Inventors: Nicolette. Charles A. : (Framingham, MA) 
Patent No.: 6,579,970 
Filed: March 19, 2001 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 



5 [Issued] 

Title: Immunogenic compositions 

Inventors: Nicolette, Charles A. : (Framingham, MA) 
Patent No.: 6,737,062 
Filed: May 30, 2001 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 



6 [Issued] 

Title: Therapeutic anti-melanoma compounds 

Inventors: Nicolette. Charles A. ; (Framingham, MA) 
Patent No.: 6,861,408 
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Filed: May 21, 2001 



Abstract 

The present invention provides syntlietic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 
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Title: MART- 1 compounds for therapy and diagnosis and mettiods for using same 

Inventors: Nicolette, Charles A. ; (Framingham, MA) 
Serial No.: 066474 
Filed: January 31 , 2002 

Abstract 

The present invention provides methods and compositions for detecting, diagnosing, prognosing and 
monitoring the progress of MART-1 -related cancers and malignancies and kits for use in said methods. 
Further provided are methods for screening to identify agonists and antagonists of cancer antigens 
associated with MART-1 -related cancers and malignancies. 
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Title: PAR-3 compounds for therapy and diagnosis and methods for using same 

Inventors: Nicolette. Charles A. : (Framingham, MA) 
Serial No.: 079699 
Filed: February 19, 2002 

Abstract 

The present invention provides methods and compositions for detecting, diagnosing, prognosing and 
monitoring the progress of PAR-3-related cancers and malignancies and kits for use in said methods. 
Further provided are methods for screening to identify agonists and antagonists of cancer antigens 
associated with PAR-3-related cancers and malignancies. 
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Title: Novel p53BP2 compounds for therapy and diagnosis and methods for using same 

Inventors: Nicolette, Charles A. ; (Framingham, MA) 
Serial No.: 114091 
Filed: April 1,2002 

Abstract 

The present invention provides methods and compositions for detecting, diagnosing, prognosing and 
monitoring the progress of p53BP2-related cancers and malignancies and kits for use in said methods. 
Further provided are methods for screening to identify agonists and antagonists of cancer antigens 
associated with p53BP2-related cancers and malignancies. 
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Title: Therapeutic anti-melanoma compounds 

Inventors: Nicolette. Charles A. ; (Framingham, MA) 
Serial No.: 922405 
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Filed: August 3, 2001 



Abstract 

The present invention provides syntlietic compounds, antibodies ttiat recognize and bind to tliese 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 
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Title: Therapeutic anti-melanoma compounds 

Inventors: Nicolette, Charles A. : (Framingham, MA) 
Serial No.: 812238 
Filed: March 19,2001 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing and immune 
response and administering immunotherapy to a subject by delivering the compositions of the invention. 
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Title: Antigenic CK-18 compounds for therapy and diagnosis and methods for using same 

Inventors: Nicolette. Charles A. : (Framingham, MA) 
Serial No.: 026001 
Filed: December 21, 2001 

Abstract 

The present invention provides methods and compositions for detecting, diagnosing, prognosing and 
monitoring the progress of CK-18-related cancers and malignancies and kits for use in said methods. 
Further provided are methods for screening to identify agonists and antagonists of cancer antigens 
associated with CK-18 related cancers and malignancies. 
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Title: Therapeutic compounds for ovarian cancer 

Inventors: Nicolette, Charles A. ; (Framingham, MA) 
Serial No.: 931969 
Filed: August 17, 2001 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 



14 

Title: Compounds for therapy and diagnosis and methods for using same 
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Inventors: Nicolette. Charles A. : (Framingham, MA) 
Serial No.: 017327 
Filed: December 6, 2001 

Abstract 

The present invention provides methods and compositions for detecting, diagnosing, prognosing and 
monitoring the progress of elF3-related cancers and malignancies and kits for use in said methods. Further 
provided are methods for screening to identify agonists and antagonists of cancer antigens associated with 
elFS-related cancers and malignancies. 
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Title: Method to identify antibody targets 

Inventors: Nicolette, Charles A. : (Framingham, MA) ; Roberts, Bruce L.; (Southborough, MA) 
Serial No.: 955656 
Filed: September 18, 2001 

Abstract 

The present invention provides methods for methods of identifying novel therapeutic polypeptide antigens 
and epitopes. These methods are designed to select polypeptides that are particularly effective targets for 
antibody based immunotherapies. The invention further provides therapeutic polypeptide antigens and 
epitopes polypeptides that are useful for inducing an immune response in a subject. In addition, the 
invention provides antibodies directed against these polypeptide antigens and epitopes and methods for 
using these antibodies to inhibit the progression of disease in a subject. 
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Title: Altered peptide ligands 

Inventors: Nicolette, Charles A. : (Framingham, MA) 
Serial No.: 077629 
Filed: February 14, 2002 

Abstract 

The present invention provides compositions comprising altered peptide ligands that elicit immune 
responses in a subject to a native peptide. This invention also provides methods to raise T cell populations 
as well as a substantially purified population of said T cells. Altered peptide ligands find application in a 
wide variety of immunomodulatory protocols, including methods to induce or increase an immune response, 
as well as in methods to suppress or reduce an undesirable immune response, to a corresponding natural 
epitope. 
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Title: Genes differentially expressed in cancer cells to design cancer vaccines 

Inventors: Roberts, Bruce L.; (Southboro, MA) ; Shankara, Srinivas; (Shrewsbury, MA) ; Nicolette, Charles 
A.; (Framingham, MA) 
Serial No.: 826609 
Filed: April 5, 2001 

Abstract 

The present invention calls utilized genes differentially expressed in target cells to design vaccines to 
generate an immune response. Unlike prior art methods that seek to identify antigenic proteins from 
phenotypic analysis, the subject method applies functional genomics for antigen identification. The method 
8 



is exemplified lierein and therefore provides compositions and methods for inducing an immune response 
against gp 100 melanoma cells and for inducing an immune response against HER-2.sup.+cells. Cancer 
vaccines and adoptive immunotherapeutic methods to treat and prevent conditions associated with the 
presence of these cells in a subject also are provided. The methods can be practiced by administering the 
appropriate gene or cancer vaccine, antibody, protein, polypeptide, antigen-presenting cell or immune 
effector cell. 
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Title: Cell fusions and methods of making and using the same 

Inventors: Nicolette, Charles : (Framingham, MA) ; Roberts, Bruce L.; (Southboro, MA) ; Gong, Jianlin; 
(Brookline, MA) ; Kufe, Donald; (Wellesley, MA) 
Serial No.: 782492 
Filed: February 12, 2001 

Abstract 

The invention is concerned with fusions of dendritic cells and antigen presenting cells. Also provided are 
methods of making and using these cell fusions, including methods of adoptive immunotherapy. The 
fusions according to the invention can also be used in methods for antigen discovery. 
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Title: Preparation and use of particulates composed of adenovirus particles 

Inventors: Roberts, Bruce L; (Southboro, MA) : Nicolette. Charles : (Framingham, MA) ; Shankara, Srinivas; 
(Shrewsbury, MA) 
Serial No.: 841836 
Filed: April 25, 2001 

Abstract 

This invention provides particulates of adenoviral particles comprised of individual adenovirus virions 
complexed to an insoluble micro-platform material and for such compositions further comprised of a 
polynucleotide encoding an antigenic peptide. The invention further provides method for forming such 
complexes such that the compositions are useful for transfecting phagocytic antigen presenting cells such 
as dendritic cells and for vaccinating a subject against disease. 
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Title: Therapeutic anti-cytomegalovirus compounds 

Inventors: Nicolette, Charles A .: (Framingham, MA) 
Serial No.: 434982 
Filed: October 23, 2003 

Abstract 

The present invention provides synthetic compounds, antibodies that recognize and bind to these 
compounds, polynucleotides that encode these compounds, and immune effector cells raised in response 
to presentation of these epitopes. The invention further provides methods for inducing an immune response 
and administering immunotherapy to a subject by delivering the compositions of the invention. 
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Title: DERIVATIVES OF BREAST CANCER ANTIGEN HER-2 FOR THERAPEUTICAL USE 

Patent #: EP1287034A 

Publication date: 2003-03-05 

Inventor(s): NICOLETTE CHARLES A (US) 
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Applicant(s): GENZYME CORP (US) 
Application Number: lil->2()() 109274 16 200 103 16 
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Title: POLYNUCLEOTIDE ENCODING MULTIMERS OF ANTIGENIC PEPTIDES IN ORDER TO 
ENHANCE PRESENTATION OF THE ANTIGENIC PEPTIDE BYMHC MOLECULES 
Patent #:EP1 150708 A 
Publication date: 2001 -11 -07 

Inventor(s): SHANKARA SRINIVAS (US); NICOLETTE CHARLES A (US) 
Applicant(s): GENZYME CORP (US) 
Applicalion Number: ]iP2()0()()9().S6 1 9 20000210 



23 

Title: PEPTIDES RELATED TO AN IGF-II-R EPITOPE, POLYNUCLEOTIDES ENCODING THE 

PEPTIDES, AND THEIR USE IN IMMUNOMODULATION 

Patent #: EPl 119584 

Publication date: 2001-08-01 

Inventor(s): NICOLETTE CHARLES A (US) 

Applicant(s): GENZYME CORP (US) 

Applicalion Number: El' 1 9990954742 19991004 



24 

Title: COMPOSITIONS AND METHODS FOR ANTIGEN-SPECIFIC VACCINATION 

Patent #: EPl 07 1325 

Publication date: 2001-01-31 

Inventor(s): NICOLETTE CHARLES A (US) 

Applicant(s): GENZYME CORP (US) 

Application Number: EP19990913979 19990319 
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Title: NOVEL COMPLEMENTING RECEPTOR-UGAND PAIRS AND ADOPTIVE IMMUNOTHERAPY 

USING SAME 

Patent #:EP1069917 

Publication date: 2001-01-24 

Inventor(s): NICOLETTE CHARLES A (US) 

Applicant(s): GENZYME CORP (US) 

Application Number: EPl 99909 12704 19990319 
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Title: METHODS FOR ENHANCED ANTIGEN PRESENTATION ON ANTIGEN-PRESENTING CELLS 
AND COMPOSITIONS PRODUCED THEREBY 
Patent #:EP1063891 A 
Publication date: 2001-01-03 

Inventor(s): NICOLETTE CHARLES A (US); KAPLAN JOHANNE (US) 
Applicant(s): GENZYME CORP (US) 
Application Number: EP19990912710 19990319 



27 

Title: NOVEL EPS8 COMPOUNDS FOR THERAPY AND DIAGNOSIS AND METHODS FOR USING 
SAME 

Patent*: WO02080845 A 

Publication date: 2002-10-17 

Inventor(s): CHARLES A NICOLETTE (US) 
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AppUcant(s): GENZYME CORP (US); CHARLES A NICOLETTE (US) 
Application Number: WO2002US 10439 20020403 
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Title: NOVEL BGP COMPOUNDS FOR THERAPY AND DIAGNOSIS AND METHODS FOR USING 
SAME 

Patent*: WO02080844A 

Publication date: 2002-10-17 

Inventor(s): NICOLETTE CHARLES A (US) 

Applicant(s): GENZYME CORP (US); NICOLETTE CHARLES A (US) 
Application Number: WO2002US 10438 20020403 



29 

Tide: METHOD TO IDENTIFY THERAPEUTIC ANTIBODY TARGETS ASSOCIATED WITH A 
THERAPEUTIC RESPONSE 
Patent #: WO0223202 A 
Publication date: 2002-03-21 

Inventor(s): NICOLETTE CHARLES A (US); ROBERTS BRUCE L (US) 

Applicant(s): GENZYME CORP (US); NICOLETTE CHARLES A (US); ROBERTS BRUCE L (US) 
Application Number: WO2001US29238 20010918 



30 

Tide: STRAIN-INDEPENDENT AMPUFICATION OF PATHOGENS AND VACCINES THERETO 
Patent #: 60/522,310 
Filing Date: 9/14/2004 

Inventor(s): Irina Tcherepanova; Jason Harris; Charles Nicolette 

Applicant(s): Argos Therapeutics Inc. (US); Tcherepanova Irina (US); Harris Jason (US); Nicolette Charles 
A (US) 



31 

Title: CATIONIC PEPTIDE-MEDIATED TRANSFORMATION 
Filing Date: 28 June 2004 

Inventor(s): Nicolette Charles A (US); Tcherepanova Irina (US) 

Applicant(s): Argos Therapeutics Inc. (US); Nicolette Charles A (US); Tcherepanova Irina (US) 



32 

Title: Immunoglobulin construct containing tumor- specific p53bp2 sequences for eliciting an anti-tumor 

response 

Patent #: 20060099202 
Filing Date: 11 May 2006 

Inventor(s): Nicolette Charles A., Soltis Daniel A. 



33 

Title: USE OF SOLUBLE CD83 FOR TOLERIZATION TO A THERAPEUTIC COMPOSITION 
Filing Date: 18 August 2006 
Inventor(s): Nicolette Charles A (US) 

Applicant(s): Argos Therapeutics Inc. (US); Nicolette Charles A 



34 

Title: TRANSIENT EXPRESSION OF IMMUNOMODULATORY POLYPEPTIDES FOR THE 
PREVENTION AND TREATMENT OF AUTOIMMUNE DISEASE, ALLERGY AND TRANSPLANT 
REJECTION 

11 



Patent #: PCTAJS2009/001232 
FiUng Date: 27 February 2008 

Inventor(s): NICOLETTE, Charles; FATHMAN, C, Garrison; CREUSOT, Rem! 

Applicant(s): Argos Therapeutics Inc.; THE BOARD OF TRUSTEES OF THE LELAND STANFORD 
JUNIOR UNIVERSITY 



12 



